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Box No. I Basis of the report 

1. With regard to the language, this report is based on 

□ the international application in the language in which it was filed 

□ a translation of the international application into , which is the language 
of a translation furnished for the purposes of: 

□ international search (under Rules 12.3(a) and 23.1(b)) 

□ publication of the international application (under Rule 12.4(a)) 

□ international preliminary examination (under Rules 55.2(a) andfor 55.3(a)) 

2. With regard to the elements* of the international application, this report is based on (replacement sheets which 
have been furnished to the receiving Office in response to an invitation under Article 14 are referred to in this 
report as "originally filed" and are not annexed to this report): 



Description. Pages 

1-56 as originally filed 

Claims. Numbers 

! -3? t\v> oikjiimIIv * ifo-n 

Drawings. Sheeis 

t;J a sequence lis! ng and-or any reUuec tablets 1 . - see Supplemental Box Relating to Sequence Listing 

3. □ The amendments nave resulted in :he car.coHariin of: 

□ thtf description, pagus 

□ the claims. Nos. 

□ the drawings. sheetS'figs 

□ the sequence listing (specify): 

□ any tablets ) related to sequence listing (specify): 

4. U This repon nas been establisned as it (some of) rhe amenaments annexed to this report and listed below 
had not been made, since they have been considered to go beyond the disclosure as filed, as indicated in the 
Supplemental Box (Rule 70.2(c)). 

□ the description, pages 

□ the claims, Nos. 

□ the drawings. sheets4igs 

□ the sequence listing (specify): 

□ any table(s) related to sequence listing (specify): 

* If item applies, seme or all at these ske&cs may be marked "superseded. " 
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Box No. IV Lack of unity of invention 



1. [>] In response to the invitation to restrict or pay additional fees, the applicant has. within the applicable time 

limit: 

U restricted the claims. 
L) paid additional fees. 

U paid additional fees under protest and. where applicable, the protest fee. 
U paid additional fees under protest but the applicable protest fee was not paid. 
U neither restricted the claims nor paid additional tees. 

2. L! This Authority lound that the requirement of unity of invention is not complied with and chose, according to 

nuitr uo. i . nui \0 iuv/iie lh€? ctppliCcii'ii tO icainCl Or pn*/ dduVuuficii I'cjcb. 

3. This Authority considers that the reauirement of unity of invention in accordance with Rules 1 3.1 . 13.2 and 13.3 
is: 

C comolied with. 

l-.J not ccmo ied with for the following rv-asors: 
see separate sheet 

4. Combust v. i.> r ~\>'f' ■'<»-• r:<:M:.-i-!-.::.| n rasp*:! •>* v-i follow pa'is '4 Iro inc-m ;i!.vr.al ';p:jii-.:.v.» .'i: 
C the pans 'elmmg to claims Ncs. . 



Box No. V Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial 
applicability: citations and explanations supporting such statement 



1. Statement 

Novelty (N) Yes: Claims 1-32 

No: Claims 

Inventive step (IS) Yes: Claims 1-32 

No: Claims 

Industrial applicability (IA) Yes: Claims 1-32 

No: Claims 



2. Citations and explanations (Rule 70.7); 
see separate sheet 



Form PCT.1PEA/409 {April 2005) 



INTERNATIONAL PRELIMINARY REPORT Internationa! application No. 

ON PATENTABILITY PCT/EP2005A)50739 



Supplemental Box relating to Sequence Listing 

Continuation of Box I, item 2: 

1. With regard to any nucleotide andfor amino acid sequence disclosed in the. international application and. 
necessary to the claimed invention, this report was established on the basis of: 

a. type of material: 

ill a sequence listing 

'.J tablets) related to the sequence listing 

b. format of material: 
U on paper 

□ in electronic form 

c. :i !-:■:■ A : t \'v.\.U.r\ t * t v.'\:.\: 

I! •..■:.r , t;nre:i i;' 1 Ihr- rili-?r , r:-it.o'"-ai <..•■/• n : H hl^d 

!;.'! : I-.- i u;r 4 »:i\~' nrM rtv. i r f \iri. *\u :v:-:: ..caium ?n ziecironu: ionv 

!J furnished subsequently to mis Authority for trv;» purposes of search and-br examinrdon 

Zi r*<:gived by this Authority as an amendment' en 

2. □ In addition, in the case that more than one version or copy ol a sequence listing and/or table(s) relating 

thereto has been filed or furnished, the required statements that the information in the subsequent or 
additional copies is identical to that in the application as filed or does not go beyond the application as filed, 
as appropriate, were furnished. 

3. Additional comments: 

• If item 4 in Box No. I applies, the listing and/or table(s) related thereto, which form part of the basis of the report, 
may be marked "superseded. u 
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INTERNATIONAL PRELIMINARY International application No 
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(SEPARATE SHEET) PCT/EP2005/050739 

Citations 

The documents mentioned in this International Preliminary Report on Patentability 
(IPRP) are numbered as in the International Search Report (ISR) dated27. 10.05, i.e. 
D1 and D7 correspond to the first and the last document of the search report, 
respectively. The ISR has been established by this authority. 

Re ITEM IV (Unity of invention) 

i 1 1 1 ibspoiise io an inviicmuii. trie Appii^cuU paio iWo auUiuwiiui icmwi cu»u ivvo 
additional examination fees. Consequently, international search and examination 
have been carried out for the subject-matter of claims 1-32 (inventions 1-3). The 
present application lacks unity as required by Art. 3(4)(iii) and Rule 13 PCT because 
it contains 3 seperate inventions: 

1.1 In vo n t i o n 1 : claims 1-13 

A method for the purification of a virus comprising adding a nuclease to host cells 
ilip.l cirs iivscied with a virus before lysine) or before 95% of [he nost coils have been 
lysed oy a virus capable of lysng host cells, respectively. 

1 .2 Invention 2: clai ms 19-29 

A method for the production of a virus comprising a nucleic acid sequence coding for 
a nucloeprotein of a heamorrhagic fever virus, comprising culturing host cells that 
have been infected with said virus, lysis of the host cells and subjecting the virus to 
anion exchange chromatography. 

1 .3 Invention 3: claims 30-32 

A method for removing free adenovirus proteins from a recombinant adenovirus 
preparation, comprising the step of subjecting a recombinant adenovirus preparation 
comprising free adenovirus proteins to a charged filter that contains anion exchange 
groups. 

2 According to Art. 3(4)(iii) and Rule 13 PCT an application shall relate to one invention 
only or to a group of inventions so linked as to form a single general inventive 
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concept. Where a group of inventions is claimed, the requirement of unity of invention 
referred to in Rule 13.1 PCT shall be fulfilled only when there is a technical 
relationship among those inventions involving one or more of the same or 
corresponding special technical features. 

3 The special technical feature of invention 1 is the addition of nuclease to a culture of 
host cells that are infected with a virus before lysing said host cells or before 
complete lysis of the host ceils by a virus capable of lysing host cells, respectively. 

4 In the methods of invent! 2 ar.J 3 nc nuclease z*1 is rec^.rc J. !.\w'£.;'.ticn 3 is r;ci 
concerned with viruses comprising a nucleic acid sequence coding for a 
nucleoprotein of a heamorrhagic fever virus. 

Since none of inventions 2 and 3 share the special technical feature of invention 1 
and since no other technical feature can be distinguished which might link any of 
inventions 1-3. sach of the above mentioned groups of claims represents an 
independent invention. 

5 In View of the above {he only ■'single general concept" (Rule 13.1 PCT) linking the 
above mentioned inventions can be formulated as methods for the purification of a 
virus or purified virus, respectively. This concept is. however, not novel with regard to 
the prior art: 

D3 (WO03097797). for instance, discloses methods of adenovirus purification 
wherein contaminating host cell DNA levels are reduced to less than 5 pg/10 11 vp. 

6 Because said single general concept is evidently not novel it cannot be inventive as 
required by Rule 13.1 PCT. 

N.B.: The use of the term "invention" here in no way implies recognition of an 
inventive step for the subject-matter of any group of claims. 

Re ITEM V (Novelty, inventive step, industrial applicability) 
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1 

1.1 
1.2 

1.3 

2 

2.1 

I 
i 

2.2 

2.3 
2.4 



Novelty (Art. 33(2) PCT) 

invention 1: 

The subject-matter of claims 1-18 has not been made available to the public by any 
of the available prior art documents and can therefore be regarded as novel. . 

invention 2: 

The subject-matter of claim 19-29 has not been made available to the public by any 

wf ii io' uvdiiciblG prior art documents c*ii\j c^r. iii^ioi^io i^ycii^o*-! «-*^ ;iuve!. 

invention 3: 

The subject-matter of claim 30-32 has not been made available to the public by any 
of the available prior art documents and can therefore be regarded as novel. 

inventive step (Art. 33(3) PCT) 

The subject-matter of claim 1-13 cannot be derived from the available prior art in an 
obvious manner and therefore complies with the requirements of Art. 33(3) PCT. 

01 /Drittanti et al.). D2 (W09822588) and D3 disclose a method comprising the steps 
a. b and c ( claim 1 ) in the order a. c. b. Thus, in the prior art methods of purifying 
viruses nuclease is added after complete lysis of the host cells. Adding nuclease 
before lysis or before lysis has completed, respectively, is not suggested or layed 
near in the available prior art. 

invention 2: 

The subject-matter of claim 19-29 cannot be derived from the available prior art in an 
obvious manner and therefore complies with the requirements of Art. 33(3) PCT. 

The prior art discloses adonviruses comprising a nucleic acid sequence coding for an 
Ebolavirus nucleoprotein (NP) (see e.g. D7 (Sullivan et al., abstract and Methods)). 
Methods for the production of viruses comprising a nucleic acid sequence coding for 
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a nucleic acid binding protein are also known from the prior art (see e.g. D4 
(US200201 82723), D5 (US6261823) or D6 (Green et at.)). 

2.5 However, a method for the production of a virus comprising a nucleic acid sequence 
coding for a nucleoprotein of a heamorrhagic fever virus is not obvious in view of the 

. available prior art. 

invention 3: 

2.6 The subject-matter of claim 30-32 cannot be derived from the available prior art in an 
obvious manner and uieu/o.e w^iupiie^ will i iha requiiom^nUi o( A.i. 33(3) PCT. 

2.7 According to p. 27. last line-p. 28. I. 9 of present application "...certain adenovirus 
proteins that were not incorporated into adenovirus particles are separated form the 
AV particles by use or an anion exchange filter, not by an anion exchange column. 
Such free AV proteins were not previously found in preparations of recombinant AV 

particies and would normally go undetected, but now can be removed using the step 
of subjecting a .'eeombinant AV preparation comprising free AV proteins to a charge:! 
f-iter [nar oontairs a-v--: e:ovn:jO groups". Do oiscosos methods for the purification 
ot adenoviral (AV) preparations. D3 mentions the use of anion exchange membrane 
chromatography (p. 24. I. 24-26). However, D3 does not mention or suggest the 
purpose of such use as defined in present independent ciaim 30 . namely the 
"rpmougi 0 f free AV proteins". Thus, a method for removing free AV proteins 
according to claim 30 cannot be regarded as obvious. 

3 Industrial application (Art. 33(4) PCT) 

Claims 1-32 meet the criteria as set forth by Art. 33(4) PCT. 
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